
United States Patent and Trademark Office 



jj 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 

Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
www.uspto.gov 



| APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCKET NO. 


CONFIRMATION NO. j 


10/524,486 1 1/1 7/2005 Stefan Laufer 
22850 7590 05/30/2007 

OBLON, SPIVAK, MCCLELLAND, MAIER & NEUSTADT, P.C. 


26482 1US0PCT 


6298 


EXAMINER 



1940 DUKE STREET 
ALEXANDRIA, VA 22314 



MORRIS, PATRICIA L 



ART UNIT 



PAPER NUMBER 



1625 



NOTIFICATION DATE 



DELIVERY MODE 



05/30/2007 ELECTRONIC 

Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 

Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the 
following e-mail address(es): 

patentdocket@oblon.com 

oblonpat@oblon.com 

jgardner@oblon.com 



PTOL-90A (Rev. 04/07) 



Office Action Summary 


Application No. 

10/524,486 


Applicant(s) 

LAUFER ETAL 


Examiner 

Patricia L. Morris 


Art Unit 

1625 





The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
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DETAILED ACTION 

Claims 1-13 and 15 are under consideration in this application. 

Election/Restrictions 

Applicant's election with traverse of Group I, example 54, and the treatment of 
rheumatoid arthritis in the reply filed on April 3, 2007 is acknowledged. The traversal is on the 
grounds that the compounds and methods should be examined together. This is not persuasive 
for the reasons clearly set forth in the previous Office action. Applicants are essentially claiming 
millions of compounds and they expect the examiner to search all the claimed compounds and 
for the treatment of any and all unknown diseases associated with a disturbed immune 
system. There is no evidence of record that the instant compounds are able to treat all 
disorders associated with a disturbed immune system. A claim to all cytokine-mediated 
disorders would be considered a reach through to the continuous development of the field. 
Further, the elected method does not meet the requirements of 35 USC 1 12. 

It is too burdensome for the examiner to search all "of the previously noted searches in 
their respective, completely divergent, areas for the non-elected subject matter, as well, in the 
limited time provided to search one invention. 

The restriction requirement is deemed sound and proper and will be maintained. 

This application has been examined to the extent readable on the elected compound 
wherein R 10 represents a tetrahydropyran and nonheterocyclic groups, B represents 
nonheterocyclic groups and R ] -R 7 , A, m and n as set forth in claim 1, exclusively. Claim 15 has 
been examined to the extent readable on the treatment of rheumatoid arthritis since applicants 
have failed to submit a claim directed solely to the elected method. 
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Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

Claims 1-3, 5 and 10-13 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Wagner et al. (JOC, 2003, 68, 4527-4530). 

Wagner et al. specifically disclose the instant compounds wherein R 3 is OH or F, R 2 is 
methyl and R 4 is p-F-phenyl. Note the compounds in Table 2 therein. Hence, the instant 
compounds are deemed to be anticipated therefrom. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 1-13 and 15 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
combined teachings of Wagner et al., Laufer et al. (US 6,432,988) and Beers et al. (US 
6,040,320). 

As discussed supra, Wagner et al. disclose specific compounds that fall within the 
claimed genus. 

Laufer et al and Beers et al.generically embrace the instant compounds. Note the 
compounds of formula (I) wherein Ar is (optionally substituted) phenyl, het is (optionally 
substituted) 4-pyridine and A is an alkylene chain in claim 1 of Laufer et al. and Beers et al. 

It is believed that one having ordinary skill in the art would have found the claimed 
compounds prima facie obvious, since they are generically embraced by the disclosed formula; 
In re Susi, 440 F.2d 442, 169 USPQ 423 (CCPA 1971). See also In re Malagari, 499 F.2 1297, 
182 USPQ 549 (CCPA 1974); In re Lemin, 332 F.2d 839, 141 USPQ 814 (CCPA 1964); In re 
Rosicky, 276 F.2d 656, 125 USPQ 341 (CCPA 1960). The requisite motivation for arriving at 
the claimed compounds stems from the fact that they fall within the generic class of compounds 
disclosed by the references. Accordingly, one having ordinary skill in the art would have been 
motivated to prepare any of the compounds embraced by the disclosed generic formula, 
including those encompassed by the claims, with the expectation that each of them would be 
suitable for the treatment of rheumatoid arthritis, 

It is believed well settled that a reference may be relied upon for all that it would have 
reasonably conveyed to one having ordinary skill in the art. In re Fracalossi, 681 F.2d 792, 215 
USPQ 569 (CCPA 1982); In re Lamberti, 545 F.2d 747, 192 USPQ 278 (CCPA 1976); In re 
Rinehart, 531 F.2d 1048, 189 USPQ 143 (CCPA 1976); In re Susi, supra. 
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Claim Rejections - 35 USC 3112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 

Claim 15 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
enablement requirement. The claim(s) contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. 

There are many factors to be considered when determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
and whether any necessary experimentation is "undue". These factors include 1) the breadth of 
the claims, 2) the nature of the invention, 3) the state of the prior art, 4) the level of one of 
ordinary skill, 5) the level of predictability in the art, 6) the amount of direction provided by the 
inventor, 7) the existence of working examples, and 8) the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure. In re Wands , 858 F.2d 731, 
737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 
The nature of the invention 

The nature of the invention is drawn to the method of using the instant compounds in the 
treatment of rheumatoid arthritis in which inhibition of release of a cytokine is required. 
State of the Prior Art and the level of skill in the art 

It is well recognized in the art that there is only a limited understanding of the activities of 
several cytokines as they relate to their particular biological functions. Odeh (Clinical 
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Immunology and Immunopathology, 83, pp. 103-1 16, 1997) on page 103 recite that current 
treatments of rheumatoid arthritis are inadequate. The art recognizes that specific 
antirreheumatic drugs do not inhibit all cytokines and the mechanisms of action are unclear. See 
Bondenson, Gen. Pharmac, 29, ppl27-150, 1997). 
Predictability/unpredictability of the art 

The high degree of unpredictability is well recognized in cytokine inhibition. Rheumatoid 
arthritis has always been one of the most difficult autoimmune disease to understand and treat. 
Campbell et aL (Immunology and Cell Biology, 2003, 81, pages 354-366) on page 362, states 
that a TNF-driven cytokine hierarchy seems untenable, in view of the fact that some TNF 
inhibitors have some but not all clinical benefits in patients. The state of the prior art is that it 
involves screening in vitro and in vivo to determine which compounds exhibit the desired 
pharmacological activities. There is no absolute predictability even in view of the seeming high 
level of skill in the art. The existence of these obstacles established that the contemporary 
knowledge in the art would prevent one of ordinary skill in the art from accepting any treatment 
regimen on its face. 

The amount of direction or guidance and the presence or absence of working examples 

The specification is silent as to whether if any compound treats rheumatoid arthritis. 

The breadth of the claims 

The breadth of the claims are drawn to the treatment of rheumatid arthritis. 

The quantity of experimentation needed 

In view of high degree of unpredictability in the art, the limited working example with 

no results and the fact that the breadth of the claims is not commensurate with that of any 
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objective enablement and that the nexus between inhibition of cytokine release and rheumatoid 
arthritis has not been established, the quantity of experimentation needed would be undue when 
faced with the lack of direction and guidance present in the instant specification in regards to the 
compounds and pharmaceutical compositions. 

The specification lacks direction or guidance for placing all of the alleged products in the 
possession of the public without inviting more than routine experimentation. Applicants are 
referred to In re Fouche , 169 USPQ 429 CCPA 1971, MPEP 716.02(b). Applicants are also 
referred to In re Wands. 858 f.2d 731,737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988) which 
includes the incorporation of the 8 factors recited in Ex parte Foreman , 230 USPQ 546 (Bd. Of 
App. and Inter 1986). 

In terms of the 8 Wands factors, undue experimentation would be required to make or use 
the invention based on the content of the disclosure due to the breadth of the claims, the level of 
unpredictability in the art of the invention, and the poor amount of direction provided by 
applicants. Taking the above factors into consideration, it is not seen where the instant claim is 
enabled by the instant application. 

Genentech Inc. v. Novo Nordisk A/S (CAFC) 42 USPQ2d 1001, states that "a patent is 
not a hunting license. It is not a reward for search, but compensation for its successful 
conclusion" and "[p]atent protection is granted in return for an enabling disclosure of an 
invention, not for vague intimations of general ideas that may or may not be workable." 

Claim 4 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
enablement requirement. The claim(s) contains subject matter which was not described in the 
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specification in such a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. 

The expression physiologically cleavable group is employed in claim 1 with no indication 
given as to what cleavable groups really are. 

One should be able, from a reading of the claims, determine what that claim does or does 
not encompass. 

Why? Because that claim precludes others from making, using, or selling that compound 
for 20 years. Therefore, one must know what compound is being claimed. 

The specification lacks direction or guidance for placing all of the alleged products in the 
possession of the public without inviting more than routine experimentation. Applicants are 
referred to In re Fouche , 169 USPQ 429 CCPA 1971, MPEP 716.02(b). 

There are many factors to be considered when determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
and whether any necessary experimentation is undue. These factors include 1) the breadth of the 
claims, 2) the nature of the invention, 3) the state of the prior art, 4) the level of one of ordinary 
skill, 5) the level of predictability in the art, 6) the amount of direction provided by the inventor, 
7) the existence of working examples, and 8) the quantity of experimentation needed to make or 
use the invention based on the content of the disclosure. In re Wands , 858 F.2d 731, 737, 8 
USPQ2d 1400, 1404 (Fed. Cir. 1988). 
The nature of the invention 

The nature of the invention is the preparation of a compounds useful for the treatment of 
rheumatoid arthritis. 
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State of the Prior Art 

Cleavable groups can have very different properties. Cleavable groups tend to convert 
from less stable to more stable forms. No method exists to predict what group will work with 
any significant certainty. 

The amount of direction or guidance and the presence or absence of working examples 

The specification fails to describe any physiologically cleavable groups. Groups often 
change into other forms during drug manufacture. Based on the unpredictability in the art, 
applicants are not entitled to any and all unknown physiologically cleavable groups. 

The written description is considered inadequate here in the specification. Conception of the 
intended groups should not be the role of the reader. Applicants should, in return for a 20 year 
monopoly, be disclosing to the public that which they know as an actual demonstrated fact. The 
disclosure should not be merely an invitation to experiment. This is a 35 USC 1 12, first 
paragraph. If you (the public) find that it works, I claim it, is not a proper basis of patentability. 
In re Kirk, 153 USPQ 48, at page 53. 
The breadth of the claims 

The breadth of the claims are drawn to all physiologically cleavable groups in addition to 
the instant unsubstituted compounds. 
The quantity of experimentation needed 

The quantity of experimentation needed would be undue when faced with the lack of 
direction and guidance present in the instant specification in regards to the compounds and their 
unknown other forms being claimed. 
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In terms of the 8 Wands factors, undue experimentation would be required to make or use 
the invention based on the content of the disclosure due to the breadth of the claims, the level of 
unpredictability in the art of the invention, and the poor amount of direction provided by 
applicants. Taking the above factors into consideration, it is not seen where the instant other 
forms are enabled by the instant application. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 1 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to 

particularly point out and distinctly claim the subject matter which applicant regards as the 

invention. 

The expression physiologically cleavable group in claim 1 is indefinite. 

The plural V on "salts" makes claim 18 read on mixtures rather than specific compounds. 

The claims measure the invention. United Carbon Co. v, Binnev & Smith ., 55 USPQ 381 at 
384, col. 1, end of 1 st paragraph, Supreme Court of the United States (1942). 

The U.S. Court of Claims held to this standard in Lockheed Aircraft Corp. v. United 
States, 193 USPQ 449, "Claims measure invention and resolution of invention must be based on 
what is claimed". 

The C.C.P.A. in 1978 held "that invention is the subject matter defined by the claims 
submitted by the applicant. We have consistently held that no applicant should have limitations 
of the specification read into a claim where no express statement of the limitation is included in 
the claim": In re Priest, 199 USPQ 1 1, at 15. 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In reLongi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

Claims 1-13 and 15 are rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1-8, 10, 13 and 14 of U.S. Patent No. 6,432,988. 
Although the conflicting claims are not identical, they are not patentably distinct from each other 
because the instant compounds are disclosed therein. 

Claims 1-13 and 15 are provisionally rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claiml-17 of copending Application No. 
10/514,91 1. Although the conflicting claims are not identical, they are not patentably distinct 
from each other because the instant compounds are disclosed therein. 

This is a provisional obviousness-type double patenting rejection because the conflicting 



claims have not in fact been patented. 
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Claim Objections 



Claim 2 is objected to because of the following informalities: The term optical is 
misspelled. Appropriate correction is required. 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patricia L. Morris whose telephone number is (571) 272-0688. 
The examiner can normally be reached on Mondays through Fridays. 

The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Conclusion 




/atricraL. Morris 
Primary Examiner 
Art Unit 1625 
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May 22, 2007 



